The case is described of a woman who developed typical features of the glucagonoma syndrome including weight loss, anaemia, necrolytic migratory erythema and markedly raised glucagon levels. Investigations demonstrated a tumour in the tail of the pancreas with metastases in the liver. The typical rash was preceded for two years by a nonspecific eczematous eruption.
Case report
A 65-year-<>ld Caucasian woman presented to the dermatology department with an eczematous rash on the legs. Some months previously she had complained of severe dyspeptic symptoms but a barium meal had failed to show any abnormality.
The rash was thought to be varicose in nature and responded partially to topical emollients and steroids. Two years later she began to lose weight and was found to be anaemic (normochromic/normocytic). In addition the rash altered dramatically in appearance and became more extensive with perioral ( Figure 1 ) and perianal involvement. There was an accompanying stomatitis. The eruption was erythematous and exudative with a tendency both to extend and heal rapidly. Some bullae developed particularly on dependent parts ( Figure 2) . A barium meal now showed a mass displacing the posterior aspect of the stomach and a computed tomography scan confirmed the presence of a carcinoma of the tail of the pancreas with multiple liver metastases. Glucagon levels were over 500 pmol/l (normal: less than 50 pmol/l).
At no stage did the patient develop evidence of diabetes mellitus.
In view ofthe metastases, surgery was not attempted and the patient was treated symptomatically with a high protein diet, zinc supplements and the continued application of topical steroids. The severity of her rash varied considerably throughout the ensuing months, requiring inpatient care on two occasions, when the rash responded well to intensive Histopathology of sections from early skin lesions showed a subtle disruption in the upper layers of the stratum malpighii but no frank necrolysis. The overlying stratum corneum was densely parakeratotic. In older lesions the epidermis appeared normal apart from a thick, overlying parakeratotic crust.
Discussion
Glucagonoma is an alpha cell tumour of the pancreas which synthesizes pancreatic glucagon and occasionally other peptides. Such tumours occur in adulthood, are more common in women and the majority have metastasized at the time of presentation. The most diagnostic clinical feature is a cutaneous rash which has been termed necrotizing migratory erythemal.
The majority of patients develop diabetes mellitus". In those in whom it does not occur, such as the case presented, there is thought to be either coexistent insulin production by a mixed tumour or compensatory hyper-insulinism. Other clinical features include a normochromic/normocytic anaemia, weight loss, angular stomatitis, glossitis, diarrhoea and venous thrombosis. Surgical excision of the uncommon single resectable tumour results in dramatic clinical improvement, including prompt disappearance of the rash 3 • 4 • In patients with non-respectable primary tumours or metastases, streptozotocin, which is cytotoxic to pancreatic endocrine cells, often reduces tumour size and improves symptoms", while the use of long acting synthetic somatostatin may provide palliation by reducing glucagon secretion". Unfortunately both these treatments impair insulin secretion and produce diabetes. The rash has some similarities to acrodermatitis enteropathica and oral zinc as well as amino acid supplements are beneficial to the skin. On occasion oral tetracycline, corticosteroids and azothiaprine have also been shown to improve the rash.
The particular features we wish to stress in this case are the non-specificnature of the prodromal rash, the variability and severity of the necrolytic migratory erythema once it developed and the absence of diabetes mellitus.
